Modulation of Immune Effector and Regulator Cells by Sunitinib: Potential for Combination Therapy in Renal Cell Carcinoma Patients by Ko, Jennifer et al.
Modulation of Immune Effector and Regulator Cells by Sunitinib: 
Potential for Combination Therapy in Renal Cell Carcinoma Patients 
James Finke PhD,1 Brian Rini MD,1Jennifer Ko MD PhD1, Pat Rayman,1 
Dan Lindner MD PhD\ Ernie Borden MD1 Patricia A. Parsons-Wingerter, PhD2 
Walter Storkus4 PhD and Peter Cohen3 MD 
Cleveland Clinic\ John Glenn NASA Research Center2, Mayo Clinic Arziona3 and UPMC4 
https://ntrs.nasa.gov/search.jsp?R=20150010410 2019-08-31T08:07:05+00:00Z
Outline 
1) Modulation of Immune Cells by sunitinib in RCC patients 
2) Sunitinib combined with vaccine in B16.0VA Tumor Model 
3) Suppressive and angiogenic activity of G-MDSC and neutrophils 
4) MDSC role in sunitinib resistance 
Renal Cell Carcinoma (RCC) 
• -50,000 new cases i~ US/year with -13,000 deaths 
• Incidence rising >2.5o/o/year 
• Renal cell carcinoma arising from the renal cortex is responsible for 
80-85% of all kidney cancers. 
• It is an aggressive tumor that often has spread beyond the kidney 
before being diagnosed. 
• Most common histological form of RCC is clear cell (>85o/o) 
• Common to have mutation/inactivation of the VHL tumor suppressor 
gene. 
• Unresponsive to modern chemotherapy or radiotherapy . 
• Anti-angiogenic receptor tyrosine-kinase inhibitors (RTKis) now first-
line therapy 
• sunitinib {Sutent) 
• sorafenib {Nexavar) 
Multitargeted Approaches in mRCC: Sunitinib (Sutent) 
• Small-molecule receptor tyrosine kinase inhibitor1 
• Inhibits all VEGFRs, PDGFR-A, PDGFR-8, c-KIT, and FL T-31 
• Oral administration 1 
• Both antitumor and antiangiogenic activity1 
• FDA approved January 26, 2006 for treatment of advanced RCC2 
• 45°/o response rate in mRCC 
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Changes in MDSC and MDSC Subpopulations 
Following 1, 2, and 4 Cycles of Sunitinib 
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MDSC and T cells ability to produce IFNy in RCC Tissue Post Sunitinib Treatment 
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Conclusions: 
1. Sunitinib mediates reversal of MDSC accumulation in peripheral blood of RCC 
patients and enhances T cell IFNy production. 
2. Sunitinib at concentrations achievable in plasma do not inhibit T cell 
proliferation or production of cytokine/chemokines in vitro. 
3. Sunitinib decreases the number of myeloid DC in the peripheral blood. 
4. Sunitinib-mediated MDSC decline in RCC patients was not correlated with 
changes in tumor volume. However, preliminary findings suggest that reduced 
levels of MDSCs after two cycle of therapy was associated with progression-
free survival (p=.005). 
5. Preliminary analysis of tumors from sunitinib treated patients in a neoadjuvant 
setting show variability in MDSC reduction and T cell function. 
6. Pazopanib is also effective at reducing MDSC levels and promoting T cell IFNy 
production. 
Combining Sunitinib with Immunotherapy 
Superior Anti-Tumor Efficacy of Vaccine + TKI Co-Therapy 
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Bose et al. Int. J. Cancer 2011; 129: 2158 - 2170. 
Vaccine/TKI Co-Therapy Promotes the Inhibition of Suppressor Cells 
and the Activation/Recruitment of Protective CDB+ T cells 
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Combination Treatment with Vaccine and Sunitinib Improved T cell Response 
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Combination Therapy Results in a Type-1 Biased Immune Profile in the Tumor 
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The Anti-tumor Efficacy of Combined SunitinibNaccine Therapy is CXCR3 
and VCAM-1 Dependent 
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Conclusions 
• Sunitinib improves anti-tumor efficacy when combined with 
specific immunization as a combinational therapy. 
• Combinational therapy associated with reductions in MDSC and 
Treg frequencies in the TME 
• Therapeutic benefits correlated with vaccine-induced CDS+ 
TIL frequencies (tetramer) 
Sunitinib Combined with Immunotherapy in Murine Tumor Models 
• Ozao-Choy et. al. J Cancer Res 69:2514, 2009 
4-1 BBLigand/IL 12(adenoviral vector)/sunitinib (MCA26) 
• Bose A et. al. lnt J Cancer 129: 2158, 2010 
OVA-DC vaccine /sunitinib (816-0VA) 
• Farsaci et. al. lnt J Cancer 130:1948, 2012 
Poxvirus-based vaccine (CEA) /sunitinib 
• Kujawski et. al. Cancer Res 70:9599, 2010 
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Suppressive and Angiogenic Activity of G-MDSC in RCC Patients 
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MDSC in 4T1 Tumor Bed Are Relative Resistant to Sunitinib Compared to MDSC in Renca 
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Conclusions: 
. • G-MDSC and neutrophils isolated from are RCC patients are 
. . 1mmunosuppress1ve. 
• Tumor conditioned medium from RCC cell lines can activate neutrophils 
from healthy donors to acquire suppressive activity. 
• This activation causes degranulation of neutrophils with release ofT cell 
suppressive arginase and angiogenic MMP9. 
• Granulocytic MDSC and activated neutrophils may promote increase in 
tumor vasculature. 
• Persistence of MDSC after sunitinib treatment in the tumor may promote 
resistant in some patients and mouse tumor models. 
• Tumor derived products including GM-CSF may protect MDSC from 
sunitinib mediated apoptosis. 
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